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Welcome to STN International! Enter x;x 
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Welcome to STN International 



•k-k-k-k-k-k-kk-k-k 



NEWS HOURS 
NEWS LOGIN 
NEWS IPC8 
NEWS X25 



Web Page URLs for STN Seminar Schedule - N. America 
"Ask CAS" for self-help around the clock 

The Derwent World Patents Index suite of databases on STN 
has been enhanced and reloaded 

CHEMLIST enhanced with new search and display field 
JAPIO enhanced with IPC 8 features and functionality 
CA/CAplus F-Term thesaurus enhanced 

STN Express with Discover! free maintenance release Version 
8.01c now available 

CA/CAplus to MARPAT accession number crossover limit increased 
to 50,000 

CAS REGISTRY updated with new ambiguity codes 

CAS REGISTRY chemical nomenclature enhanced 

WPIDS/WPINDEX/WPIX manual codes updated 

GBFULL and FRFULL enhanced with IPC 8 features and 

functionality 

CA/CAplus pre- 1967 chemical substance index entries enhanced 

with preparation role 

CA/CAplus patent kind codes updated 

MARPAT to CA/CAplus accession number crossover limit increased 
to 50,000 

MEDLINE updated in preparation for 2007 reload 

CA/CAplus enhanced with more pre-1907 records 

CHEMLIST enhanced with New Zealand Inventory of Chemicals 

CA/CAplus Company Name Thesaurus enhanced and reloaded 

IPC version 2007.01 thesaurus available on STN 

WPIDS/WPINDEX/WPIX enhanced with IPC 8 reclassification data 

CA/CAplus updated with revised CAS roles. 

CA/CAplus enhanced with patent applications from India 

PHAR reloaded with new search and display fields 

CAS Registry Number crossover limit increased to 300,000 in 

multiple databases 

CASREACT coverage to be extended 

PATDPASPC enhanced with Drug Approval numbers 

RUSSIAPAT enhanced with pre- 1994 records 



MACINTOSH VERSION IS V6.0c(ENG) AND V6.0Jc(JP), 

AND CURRENT DISCOVER FILE IS DATED 25 SEPTEMBER 2006. 

STN Operating Hours Plus Help Desk Availability 
Welcome Banner and News Items 

For general information regarding STN implementation of IPC 8 
X.25 communication option no longer available 
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Enter NEWS followed by the item number or name to see news on that 
specific topic. 

All use of STN is subject to the provisions of the STN Customer 
agreement. Please note that this agreement limits use to scientific 
research. Use for software development or design or implementation 
of commercial gateways or other similar uses is prohibited and may 
result in loss of user privileges and other penalties. 

************** STN Columbus *************** 
FILE 'HOME' ENTERED AT 11:27:51 ON 19 FEB 2007 
=> FILE REG 

COST IN U.S. DOLLARS SINCE FILE TOTAL 



FILE 'REGISTRY' ENTERED AT 11:28:00 ON 19 FEB 2007 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2007 American Chemical Society (ACS) 

Property values tagged with IC are from the ZIC/VINITI data file 
provided by InfoChem. 

STRUCTURE FILE UPDATES: 18 FEB 2007 HIGHEST RN 921759-52-6 
DICTIONARY FILE UPDATES: 18 FEB 2007 HIGHEST RN 921759-52-6 

New CAS Information Use Policies, enter HELP USAGETERMS fbr details. 

TSCA INFORMATION NOW CURRENT THROUGH June 30, 2006 

Please note that search- term pricing does apply when 
conducting SmartSELECT searches. 

REGISTRY includes numerically searchable data for experimental and 
predicted properties as well as tags indicating availability of 
experimental property data in the original document. For information 
on property searching in REGISTRY, refer to: 

http : //www. cas . org/ONLINE/UG/regprops . html 



FULL ESTIMATED COST 



ENTRY 
0.21 



SESSION 
0.21 



= > 



Uploading C:\Program Files\Stnexp\Queries\10439263 . str 
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chain nodes : 

7 8 10 11 12 13 17 18 19 21 27 28 29 30 31 
ring nodes ; 

1 2 3 4 5 6 9 14 15 16 . 20 22 23 24 25 26 
chain bonds : 

4-7 7-8 7-10 8-9 8-13 10-11 11-12 12-31 16-17 17-18 17-21 18-19 19-20 
24-27 27-28 27-29 29-30 
ring bonds : 

1-2 1-6 2-3 3-4 4-5 5-6 9-14 9-16 14-15 15-16 20-22 20-26 22-23 23-24 

24-25 25-26 
exact /norm bonds : 

7-10 8-9 8-13 9-14 9-16 10-11 12-31 14-15 15-16 17-18 17-21 18-19 27-28 

27-29 29-30 
exact bonds : 

1-2 1-6 2-3 3-4 4-5 4-7 5-6 7-8 11-12 16-17 19-20 24-27 

normalized bonds : 

20-22 20-26 22-23 23-24 24-25 25-26 
isolated ring systems : 
containing 1 : 9 : 20 : 



Match level : 

l:Atom 2: Atom 3 : Atom 4: Atom 5: Atom 6: Atom 7: CLASS 8: CLASS 9: Atom 10: CLASS 
lliCLASS 12:CLASS 13:CLASS 14 : Atom 15:Atom 16:Atom 17:CLASS 18:CLASS 
19:CLASS 20:Atom 21:CLASS 22 : Atom 23 : Atom 24: Atom 2'5:Atom 26:Atom 27:CLASS 
28:CLASS 29:CLASS 30:CLASS 31:CLASS 



LI STRUCTURE UPLOADED 

= > D 

LI HAS NO ANSWERS 
LI STR 



SAEED 



10439263 



Page 4 




Structure attributes must be viewed using STN Express query preparation. 



=> S LI 

SAMPLE SEARCH INITIATED 11:28:21 FILE 'REGISTRY' 
SAMPLE SCREEN SEARCH COMPLETED - 32 TO ITERATE 



100.0% PROCESSED 
SEARCH TIME: 00.00.01 



32 ITERATIONS 



2 ANSWERS 



FULL FILE PROJECTIONS; 

PROJECTED ITERATIONS: 
PROJECTED ANSWERS: 



ONL INE * * COMPLETE * * 
BATCH * * COMPLETE * * 

301 TO 979 
2 TO 124 



L2 



2 SEA SSS SAM LI 



Uploading C:\Program Files\Stnexp\Queries\l04392631 . str 




chain nodes : 



SAEED 



Page 5 



7 8 10 11 12 13 17 18 19 21 27 28 29 30 31 33 
ring nodes : 

1 2 3 4 5 6 9 14 15 16 20 22 23 24 25 26 
chain bonds : 

4-7 7-8 7-10 8-9 8-13 10-11 11-12 12-31 12-33 16-17 17-18 17-21 18-19 
19-20 24-27 27-28 27-29 29-30 
ring bonds : 

1-2 1-6 2-3 3-4 4-5 5-6 9-14 9-16 14-15 15-16 20-22 20-26 22-23 23-24 
24-25 25-26 
exact/norm bonds : 

7-10 8-9 8-13 9-14 9-16 10-11 14-15 15-16 17-18 17-21 18-19 27-28* 27-29 

29-30 
exact bonds : 

1-2 1-6 2-3 3-4 4-5 4-7 5-6 7-8 11-12 16-17 19-20 24-27 
normalized bonds : 

12-31 12-33 20-22 20-26 22-23 23-24 24-25 25-26 
isolated ring systems : 
containing 1 : 9 : 20 : 

Match level : 

l:Atom 2: Atom 3: Atom 4: Atom 5: Atom 6: Atom 7: CLASS 8: CLASS' 9*: Atom 10: CLASS 
11:CLASS 12:CLASS 13:CLASS 14 : Atom 15:Atom 16 : Atom 17:CLASS ISiCLASS 
19:CLASS 20:Atom 21:CLASS 22 : Atom 23 : Atom 24:Atom 25:Atom 26:Atom 27:CLASS 
28:CLASS 29:CLASS 30:CLASS 31:CIiASS 33:CLASS 



L3 STRUCTURE UPLOADED 

= > D 

L3 HAS NO ANSWERS 
L3 STR 

*** STRUCTURE DIAGRAM IS NOT AVAILABLE *** 

Structure attributes must be viewed using STN Express query preparation. 



= > S L3 

SAMPLE SEARCH INITIATED 11:30:29 FILE 'REGISTRY' 
SAMPLE SCREEN SEARCH COMPLETED - 32 TO ITERATE 

100.0% PROCESSED 32 ITERATIONS 0 ANSWERS 

SEARCH TIME: 00.00.01 

FULL FILE PROJECTIONS: ONLINE **COMPLETE** 

BATCH **COMPLETE** 

PROJECTED ITERATIONS: 301 TO 979 

PROJECTED ANSWERS: 0 TO 0 

L4 0 SEA SSS SAM L3 

=> S L3 FULL 

FULL SEARCH INITIATED 11:30:36 FILE 'REGISTRY' 
FULL SCREEN SEARCH COMPLETED - 644 TO ITERATE 

100.0% PROCESSED 644 ITERATIONS 1 ANSWERS 

SEARCH TIME: 00.00.01 
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L5 



1 SEA SSS FUL L3 



=> FILE CAPLUS 

COST IN U.S. DOLLARS 



SINCE FILE 
ENTRY 
173 .45 



TOTAL 
SESSION 
173.66 



FULL ESTIMATED COST 



FILE 'CAPLUS' ENTERED AT 11:30:41 ON 19 FEB 2007 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2007 AMERICAN CHEMICAL SOCIETY (ACS) 



Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996) , unless otherwise indicated in the original publications". 
The CA Lexicon is the copyrighted intellectual property of the 
American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 19 Feb 2007 VOL 146 ISS 9 
FILE LAST UPDATED: 18 Feb 2007 {20070218/ED) 

Effective October 17, 2005, revised CAS Information Use Policies apply. 
They are available for your review at: 

http : / /www . cas . org/ inf opol icy . html 



= > S L5 
L6 



13 L5 



= > D IBIB ABS HITSTR TOT 
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L6 ANSWER 1 OP 13 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



CORPORATE SOURCE: 

SOURCE: 

775-782 



CAPLUS COPYRIGHT 30 07 ACS on STM 
2006:460730 CAPIiUS 
14S:3019B9 

Influence oC erythromycin on the pheriMcoklnetice oC 
xinelsgatran may involve inhibition of 
P-glycoprotein-medieted excretion 

EriksBon, Ulf G.; Dorani, Hassan; Karleaon, Johan; 
Fritsch, Holger; Hoffmann, Kurt-Jurgen; Olason, Lis; 
Sarich. Troy C; Wall, Ulrika; Schutzer, Kajs-Harie 
AecraZeneca R and D, Moelndal. Swed. 
Drug Metabolism and Dispoeition (3006), 34(5), 



PUBLISHER: 



DOCUMENT TYPE; 
LANGUAGE : 



CODBNt DMDSAZ; ISSNi 0090-9556 

American Society Cor Pharmacology and Experimental 
Therapeutica 

Journal 
English 

A pharmacokinetic InCeraccion between erythrotnycin and ximelaciatran, an 
oral direct thrombin inhibitor, was denxinstraCed in this study in healthy 
volunteers. To investigate possible interaction mechanisms, the effects 
of erythromycin on active transport mediated by P-glycoprotein (P-gp) in 
vitro in Caco-3 and P-gp-over-expreaaing Madin-Darby canine kidney-human 
multidrug resietance-1 cell prepns. and on biliary excretion of 
melagatrsn 

in rats were studied. In healthy volunteers (seven males and nine 
females; mean age 24 years) receiving a single dose of ximelagatran 36 nig 
on day 1, erythromycin 500 tag t.i.d. on days 2 to 5, and a single dose of 
ximelagatran 36 mg plus erythromycin 500 mg on day 6. the least-squares 
mean esto. <90t confidence intervals) for the ratio of ximelagatran with 
•erythromycin to ximelagatran given alone were 1.83 (1.64-3.01) for the 
area under the concentration-time curve and 1.74 (1.53-2.00) for the 
maximum plasma 

concentration of melagatran, the active form of ximelagatran. Neither 
the slope 

nor the intercept of the melagatran plasma concentration-effect 
relationship for 

activated partial throtnboplastin time statistically significantly 
differed 

as a function of whether or not erythromycin was administered with 
ximelagatran. Ximelagatran was well tolerated regardless of whether it 
was administered with erythromycin. Erythromycin inhibited P-gp-mediated 
transport of both ximelagatran and melagatran in vitro and decreased the 
biliary excretion of melagatran in the rat. These results indicate that 
the mechanism of the pharmacokinetic interaction between oral 
ximelagatran 

and erythromycin may involve inhibition of transport proteins, possibly 
P-gp, resulting in decreased melagatran biliary excretion and increased 

bioavailability of melagatran. 
IT 192939-73-3 

RL: BSU (Biological study, unclaasif ied) ; FMU {Formation, unclassified); 
BIOL {Biological study) ; FORM (Formation, nonpreparative) 

(erythromycin effect on ximelagatran pharmacokinetics: P-gp mediation) 
RN 192939-72-3 CAPLUS 

CN Glycine, N- [ (IR) -l-cyclohexyl-2- [ (2S) -3- ( 1 114- 

{ (hydroxyamino) iminomethyl] phenyl) methyl] amino] carbonyl] -1-azetidinyl] - 3- 
oxoethyl]- (9CI) (CA INDEX HAMS) 



L6 ANSWER 1 OP 13 CAPLUS COPYRIGHT 3007 ACS on STN 
Absolute stereochemistry. 




HM^^^^^COaH 



REFERENCE COUNT: 
THIS 



THERE ARB 30 CITED REFERENCES AVAILABLE FOR 
RECORD. AU< CITATIONS AVAZLABLB IN TKB RE 



L€ ANSWER 3 OF 13 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



AUTHOR (S) : 
CORPORATE SOURCE: 



SOURCE: 

PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE: 



CAPLUS COPYRIGHT 2007 ACS on STN 
2005:498725 CAPLUS 
143:136331 

The oral direct thrombin inhibitor, ximelagatran, an 
alternative for anticoagulant treatment during the 
puerperium and lactation 

Hellgren, M. ; Johanason, S.; Erikason, U. O.; 
Wahlander, K. 

Department of Antenatal Care, Primary Health Care 
South Bohualaen snd Znatitute for the Health of Women 
and Children, Univeraity of Ooeteborg, Smd. 
BJOG (300S), 113 (5) « 579-583 
CODEN: 8I0GP0: ISSN: 1470- 032B 
Blackwell Publishing Ltd. 
Journal 
English 

AB Objective; To determine the excretion of the oral direct throoOiin 
inhibitor 

(oral DTI), ximelagatran, and its active form, melagatran, in human milk, 
and to thus evaluate the potential exposure of breastfed infanta to 
melagatran. Design: An open, single dose, single center study. Setting; 
Department of Antenatal Care, Primary Health Care South Bohuslaen and 
Institute for the Health of Woman and Children, Goeteborg University, 
Sweden. San^Ie: Seven healthy Caucasian breastfeeding women who were at 
least two months postpartum were studied. Methods: The concns . of 
ximelagatran, its two intermediates, and melagatran were determined 
using liquid 

chromatog. -mass spectrometry, with the limit of quantification of 3 nmol 
L-1 for human milk and lo nmol L-i for plasma concns. Main outcome 
measures: Concns. of ximelagatran, its intermediates and melagatran were 
measured in breast milk over 73 h, and in plasma over 13 h. after a 
single 

oral 36 mg dose of ximelagatran. Results: Neither ximelagatran nor its 
intermediates were detected in human breast milk. Only trace amts. of 
melagatran were detected. The mean cumulative amount of melagatran 
excreted 

into breast milk over the 73 -h period after dosing with oral ximelagatran 
was 0.000914 of the administered dose of ximelagatran. ximelagatran was 
well tolerated, with no clin. relevant changes in laboratory variables 
or vitals 

signs. Conclusions: Trace levels of melagatran are excreted in human 
breast milk following administration of the oral DTI ximelagatran. The 
exposure of breastfed infants to melagatran appears to be low and is 
therefore unlikely to be of clin. concern. 
193939-73-3 

RL: PAC (Pharmacological activity): THU (Therapeutic use); BIOL 
(Biological study) ; USES (Uses) 

(ximelagatran intermediate, hydroxy- melagatran was not excreted in 
breast milk of Caucasian woman after oral DTI. ximelagatran 
administration) 
RN 192939-73-3 CAPLUS 

CN Glycine, N- [ (IR) - 1-cyclohexyl -3- ( (3S) -3- ( [ ( (4- 

( (hydroxyamino) iminomethyl] phenyl] methyl) amino) carbonyl) -l-asetidinyl) -3- 
oxoethyl)- (9CI) (CA INDEX HAMS) 

Absolute stereochemistry. 



L6 ANSWER 2 OF 13 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 



IT 




REFERENCE COUNT: 
THIS 



33 THERE ARE 33 CITED REFERENCES AVAILABLE FOR 
RECORD. ALL CITATIONS AVAILABLE IN THE RE 
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CORPORATE SOURCE: 



SOURCE: 
570-578 



DOCUMENT TYPE: 
LANGUAGE : 



L6 ANSWER 3 OF 13 CAPLUS COPYRIGHT 2007 ACS On STM 
ACCESSION NIWBER: 2005:314009 CAPLUS 

DOCUMENT NUMBER: 143:381615 

TITLE: Characterization and partial purification of the rat 

and human enzyma ayatema active in the reduction of 
N-hydroxynelagatran and benzamidoxime 
AUTKOR(S) : Ander86on, Susanne; Hofmann. Yvonne: Nordllng, Asa; 

Li, Xue-qing; Nivelius, Sabina; Andersson, ToRsny B. j 
Ingelman-Sundberg, Magnus; Johansson, Inger 
Divieion of Molecular Toxicology, Institute of 
Snvironnental Medicine, Karolinaka Inatitutet, 
Stockholm. Swed. 

Drug Metaboliam and Diepoaition (3005). 33(4), 
CODEN: DMDSAI; ISSN: 0090-9556 

American Society for Pharmacology and Experimental 

Therapeutics 
Journal 
English 

AB The enzymic basis for intracellular reduction of N-hydroxylated amidinea 
to 

their correaponding amidinea. and hydroxy laminea to their corresponding 
amines, is unknown. The hydroxylated amidinea can be used as prodrug 
moieties, and an understanding of the enzyme system active in the 
reduction 

can contribute to more efficient drug development, in this study, we 
examined the properties of this enzyme system using benzamidoxime and 
N-hydroxymelagatran as aubatratea. In rata and humans, the hepatic 
enzyme 

aystem was localized in mitochondria as well ae in microaomea, using 
preferably NADH as cofactor. Potassium cyanide, N-methylhydroxylamine. . 
p-hydroxyroercuribenzoate, and deaf errioxamine were efficient inhibitors, 
whereaa typical cytochrome P 450 inhibitors were ineffective. In rats, 
the highest specific activity waa found in liver, adipose tissue, and 
kidneya. whereas in humans, the apecific activity in the prepns. of 
adipose tissue examined tfas lower. A sex difference was observed in rat 
liver, 

%«here 4 -fold higher activity was seen in microsomes from female rata. No 
gender differences were present in any other tissue investigated. 
Partial 

purification of the hepatic system was achieved using polyethylene glycol 
fractionation followed by Octyl Sepharose chromatog. at low detergent 
concns., whereas the enzyme was denatured after con^Jlete solubilization. 
The unique appearance of the enzyme activity in adipose tissue, together 
with the cyanide sensitivity and the failure of typical P 450 inhibitors 
to impede the reaction, indicates that the enzyme syatem active in 
reduction 

of benzamidoxime and N-hydroxymelagatran formation is not of cytochrome P 
450 origin, but likely consists of an NADH- dependent electron transfer 
chain with a cyanide-sensitive protein aa the terminal component. 
IT 192939-73-3. Melagatran hydroxyaraidine 

RL: BSU (Biological study, unclaaaif ied) ; BIOL (Biological study) 

(characterization and partial purification of rat and human enzyme 

systems 

active in reduction of H-hydroxymelagatran and benzamidoxime) 
RN 193939-73-3 CAPLUS 



L6 ANSWER 3 OP 13 CAPLUS COPYRIGHT 3007 ACS on STN (Continued) 
CH Glycine, N- { (IR) -l-cyclohexyl-3- t (3S) -2- ( ( ( (4- 

[(hydroxyamino)iminomethyl]phenyl)methyll amino) carbonyU-l-azetidinylJ -3- 

OXeethyll- (9CI} (CA INDEX NAME) 

Absolute stereochemistry. 
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REFERENCE COUNT t 
THIS 



THERB ARB 30 CITED REPERENCES AVAILABLE 1 
RECORD. ALL CITATIONS AVAILABLE IN THE Rl 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) ( 
PATENT ASSIGNEE (S) t 
SOURCE: 

DOCUMENT TYPE; 
LANGUAGE: 

FAMILY ACC, NUM. COUNT: 
PATENT INFORMATION: 

PATENT NO. 



3004:1156571 CAPLUS 
143:56674 

New process for the production of melagatran 
Grehn, Marcus; Nusil, Tibor; Sjoegren, Magnus 
Astrazeneca Ab, Swed. 
PCT Int. Appl. , 16 pp. 
CODEN: PIXXD3 

Patent 
English 



KIND DATE 



APPLICATION HO. 



tfO 


2004113364 




Al 




30041229 


WO 


2004- 


SE1016 




30040633 




W: 


AE, AG, 


AL, 


AM, 


AT, 


AU, AZ, 


BA, SB 


, BG, 


BR, 


BW. 


BY, 


BZ, 


CA, CH, 






CN. CO, 


CR. 


CU, 


cz. 


DE, DK. 


DM, DZ 


, EC, 


EE, 


EG, 


ES, 


PI, 


GB, GD, 






GE. OH, 


GM. 


HR. 


HU, 


ID, IL, 


IN, IS 


. JP. 


KB, 


KO. 


KP, 


KR. 


KZ, LC, 






LK. LR, 


LS. 


LT. 


LU. 


LV, MA, 


ND, MQ 


. MK, 


MH, 


MH. 


MX, 


HZ. 


KA. NI, 






NO, HZ, 


OM, 


PG, 


m. 


PL, PT. 


RO, RU 


. SC. 


SD. 


SE. 


SG, 


SK, 


SL, SY, 






TJ, TM, 


TN, 


TR, 


TT, 


TZ, UA. 


UG, US 


, uz. 


vc. 


VN. 


YU, 


ZA, 


ZM, ZW 




RW: 


BW, CH. 


GM, 


KB. 


LS, 


MW, MZ, 


NA, SD 


, SL, 


SZ. 


TZ, 


UG, 


ZM, 


ZW, AM, 






AZ, BY. 


KG. 


KZ. 


MD. 


RU. TJ. 


TM, AT 


. BE, 


BG, 


CH, 


CY, 


CZ, 


DE. DK. 






EE, ES, 


PI, 


FR, 


GB. 


GR. HU. 


IE. IT 


, LU. 


MC. 


NL, 


PL, 


PT. 


RO, SB, 






SI. SK. 


TR. 


BF, 


BJ. 


CP, CO. 


CI. CM 


. OA, 


ON. 


GO, 


GW, 


ML, 


HR, NE, 






SN, TD. 


TO 






















AU 


2004349656 




Al 




30041339 


AU 


2004- 


349658 




30040633 


CA 


35aS930 




Al 




30041229 


CA 


3004- 


2528930 




30040633 


EP 


1641814 




Al 




20060405 


EP 


2004- 


749054 




20040623 




R: 


AT, BE. 


CH, 


DE. 


DK, 


ES, FR, 


GB, GR, IT, 


LI, 


LU, 


NL, 


SE, 


MC. PT, 






IE, SI. 


LT. 


LV. 


Fl. 


RO, CY, 


TR, BG 


, CZ. 


EE, 


HU, 


PL. 


SK, 


HR 


CN 


1B09SBS 




A 




20060736 


CN 


2004- 


80017545 




20040633 


BR 


3004011769 




A 




20060808 


BR 


2004- 


11769 




20040633 


NO 


200500S93S 




A 




30060119 


NO 


300S- 


5935 






30051313 


US 


3006178313 




Al 




30060810 


US 


3005- 


561944 




30051331 


«ITY APPLN. INFO. : 








5E 


2003- 


1879 






A 30030635' 
















WO 


2004- 


SB1016 




W 30040623 



: 4 OP 13 CAPLUS 
Absolute stereochemistry. 



COPYRIGHT 3007 ACS on STH 



(Continued) 




N^^COaH 



REFERENCE COUNT: 



THERE ARE 1 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE 



OTHER 50URCE(S): CASREACT 143:56674; MARPAT 142:56674 

AB A process for the production of melagatran [H02CCH3- (R)C9l- (S>Aze-Pab-H, 

where 

Ogl is cyclohexylglyeinyl . Ase is asetldine-3-carbonyl, and Pab is 
p-amidinobenzylamino) coo^risea the hydrolysis of an N-hydroxymelagatran 
alkyi or benzyl ester and reduction of the intermediate 
H-hydroxyraelagatran . 

Thua. xlmelagatran in athanolic NaOH solution wae stirred for four hours 

at 

30-2S*C to afford 90 weight I H-hydroxynwlagatran. which waa 
hydrogenated over 5% Pd/C to afford melagatran. 
IT 193939-73-3P 

RLi RCT (Reactant); SPH (Synthetic preparation)! PRBP (Preparation); RACT 
(Raactant or reagent) 

(production of melagatran from N-hydroxymelagatran esters) 

RH 193939-73-3 CAPLUS 

CN Glycine, N- [ J IR) - l-cyclohexyl-3- ( (38) -3- 1 1 J (4- 

( (hydroxyamino)irainoroethyl)phenyl1methyl)amino)carbonyl) -l-azetidinyl| -3- 
oxoethyl]- (9CI) (CA INDEX NAME) 
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Bioequl valence of ximalagatran, an oral direct 
thrombin inhibitor, aa whole or crushed tablets or 
dissolved formulation 

Schuetzer, Kajs-Narle; Wall, Ulrika; Loennerstedt, 
Carina; OhlBSon. Lie; Teng. Renli; Sarich, Troy C: 
ErikBSon, Ulf G. 

R-fD Moelndal. AstraZeneca, Moelndal. Swed. 

Current Medical Research and Opinion (2004) « 20(3), 

325-331 

CODEN: CMROCX; ISSN: 0300-7995 
Libra Pharm Ltd. 
Journal 
glish 



AB Objective: To investigate whether crushed or dissolved tablets of the 
oral 

direct thrombin inhibitor ximelagatran are bioequivalent to whole tablet 
administration, ximelasatran is currently under development for the 
prevention and treatment of thromboembolic disorders. Research design 

and 

methods: This was an open^label, randomized, three-period, 
three* treatment 

crossover study in which 40 healthy volunteers (aged 20-33 yr) received a 
single 36 -mg dose of ximelagatran administered in three different ways: X 
swallowed whole. II crushed, mixed with applesauce and ingested and III 
dissolved in water and administered via nasogastric tube. Results: The 
plasma concna. of ximelagatran. its intermediates and the active form 
melagatran were determined ximelagatran was rapidly absorbed and the 
bioavailability of melagatran was similar after the three different 
administrations, fulfilling the criteria for bioequi valence. The mean 
area under the plasma concentration- vs. -time curve (AUC) of melagatran 
was 1.6 

Minol-h/L (ratio 1.01 for treatment II/I and 0.97 for treatment 

II I/I), the mean peak concentration (Cmax) was 0.3 yunol/L (ratio 1.04 

for 

treatment Il/I and 1.02 for treatment III/I) and the mean half -life 
(tl/2» 

was 2.8h for all treatments. The time to Cmax (tmax) was 2.2 h for the 

whole tablet and approx. 0.5 h earlier when the tablet was crushed or 
dissolved (1.7-l.B h) , due to a more rapid absorption. The study drug 

was 

well tolerated as judged from the low incidence and type of adverse 
events 

reported. Conclusion: The present study showed that the pharmacokinetics 
(AUC and Coax) of melagatran were not significantly altered whether 
ximelagatran was given orally as a crushed tablet mixed with applesauce 

or 

dissolved in water and given via nasogastric tube. 
IT 192939-72-3 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 
(bioequivalence of ximelagatran as whole or crushed tablets or 
dissolved formulation) 
RN 192939-72-3 CAPLUS 

CN Glycine, N- ( <1R) -l-cyclohexyl-2- ( (2S) -2- [ [ { (4- 
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TITLE: Ximelagatran, an oral direct thronbin inhibitor, has 

a 

low potential for cytochrome P4 50-mediated drug -drug 
interactions 

AUTHOR (S ) : Bredberg, Eva; Andersson, Tommy B. ; Prison, Lars; 

Thuresson, Annelie; Johansson, Susanne; 
Eriksson-Lepkowska, Maria; Larsson, Marita; Eriksson, 
Ulf O. 

AstraZeneca R and D, Moelndal, Swed. 
Clinical Pharmacokinetics (2003), 42(8), 765-777 
CODEN: CPKNDH; ISSN: 0312-5963 
Adis International Ltd. 
Journal 
English 

AB Background: Ximelagatran is an oral direct thrombin inhibitor currently 
in 

clin. development for the prevention and treatment of thromboembolic 
disorders. After oral administration, ximelagatran is rapidly absorbed 
and extensively bioconverted. via t«iro intermediates (ethyl -melagatran and 
hydroxy- toe lagatr an ) , to its active form, melagatran. In vitro studies 
have shown no evidence for involvement of cytochrome P 450 (CYP) enzymes 
in either the bioactivation or the elimination of melagatran. Objective: 
To investigate the potential of ximelagatran, the intermediates 
ethyl -melagatran and hydroxy-raelagatran. and melagatran to inhibit the 



CORPORATE SOURCE: 
SOURCE: 

PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE : 



CYP 

syeten in vitro and in vivo, and the influence of three CYP substrates on 
the phamacokinetics of melagatran in vivo. Methods: The CYP inhibitory 
properties of ximelagatran, the intermediates and melagatran were tested 
in vitro by two different methods, using heterologously expressed enzymes 
or human liver microsotnes. Diclofenac (CYP2C9), diazepam (CYP2C19) and 
nifedipine (CYP3A4} were chosen for coadministration with ximelagatran in 
healthy volunteers. Subjects received oral ximelagatran 24 mg and/or 
diclofenac 50 mg, a lO-mln i.v. infusion of diazepam 0.1 mg/kg, or 
nifedipine 60 rag. The plasma pharmacokinetics of melagatran, diclofenac, 
diazepam. N-desmethyl -diazepam and nifedipine were determined when 
administered 

alone and in combination with ximelagatran. Results: No inhibition, or 
. only minor inhibition, of CYP enzymes by ximelagatran, the intermediates 
or melagatran was shewn in the in vitro studies, suggesting that 
ximelagatran would not cause CYP-mediated drug-drug interactions in vivo. 
This result was confirmed in the clin. studies. There were no 
statistically significant differences in the pharmacokinetics of 
diclofenac, diazepam and nifedipine on coadministration with 
ximelagatran. 

Moreover, there were no statistically significant differences in the 
pharmacokinetics of melagatran when ximelagatran was administered alone 

or 

in combination with diclofenac, diazepam or nifedipine. Conclusion) As 
ximelagatran did not exert a significant effect on the hepatic CYP 
isoenzymes responsible for the metabolism of diclofenac, diazepam and 
nifedipine, it is reasonable to expect that it would have no effect on 

the 

metabolism of other drugs metabolized by these isoenzymes. Furthermore, 

the 

pharmacokinetics of melagatran after oral administration of ximelagatran 
are not expected to be altered by inhibition or induction of CYP2C9. 
CYP2C19 or crP3A4. Together, the in vitro and in vivo etudiea indicate 

SAEED 
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that metabolic drug -drug interactions involving the major human CYP 
enzymes should not be expected with xiaielagatran. 

IT 192939-72-3 

RL: PAC (Pharmacological activity); PKT (Pharmacokinetics); BIOL 

(Biological study) 

(oral direct thrombin inhibitor ximelagatran has low potential for 
cytochrome P 4S0 -mediated drug-drug interactions in vitro and in vivo 
in humans) 

RN 192939-72-3 CAPLUS * 
CN Glycine, N- ( (IR) -l-cyclohexyl-2- { (2S) -2- I ( [ [4- 

( (hydroxyamino) iminomethyl) phenyl] methyl] amino] carbonyl) -1-azetidinyl] -2- 

oxoethyD- (9CI) ' (CA index name) 

Absolute stereochemistry. 
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Che pharmacokinetica and pharmacodynamics of 
ximelagatran, an oral direct thrombin inhibitor 
Wahlander, Karin; Eriksson-Lepkowska, Maria; Prison, 
Lara; Pager, Gunnar; Eriksson, UlC O. 
Astrazeneca R and D, Moelndal. Swed. 
Clinical Pharmacokinetics (3003), 42(8). 755-764 
CODEN: CPKNDH; ISSN: 0313-5963 
Adis International Ltd. 
Journal 
English 

AB Background; The oral direct thrombin inhibitor ximelagatran is a new 
class 

ot anticoagulant currently in clln. development for the prevention and 
treatment of thromboembolic disease. After oral sdminiBtrotion, 
ximelagatran is rapidly absorbed and biocon verted to its active .form 
melagatran. Objective: To investigate the influence of mi Id- to-moderate 
hepatic impairment on the pharmacokinetic and pharmacodynamic properties 
of ximelagatran. Study design: Honblinded, nonrandomised study. 
Participants: Twelve volunteers with mi Id -co -moderate hepatic impairment 
(classified as Child-Pugh A or B) and 13 age-, weight-, and sex-matched 
control volunteers with normal hepatic function. Methods; Volunteers 
received a single oral dose of ximelagatran 34mg. Plasma and urine 
samples were collected for pharmacokinetic and pharmacodynamic analyses. 
Results: The absorption and bioconversion of ximelagatran to melagatran 
were rapid in both groups. The maximum plasma concentration of 
melagatran (cmax) 

was achieved 3-3 h after administration; the mean elimination half -life 
(tl/2z} was 3.6 h for hepstically impaired volunteers and 3.1 h for the 
control volunteers. The area under the plasma concentration- time curve 
(AUC) and 

Cmax of melagatran in volunteers with hepatic impairment were 11 and 35t 
lower than in control volunteers, resp. However, after correcting for 

the 

higher renal function (i.e. higher calculated creatinine clearance) in 

the 

hepatically in^aired volunteers, the ratio of melagatran AUC for 
hepatically in^aired/control volunteers woo 0.98 (90* CI 0.80, 1.33), 
suggesting that mild-to-moderate hepatic impairment had no influence on 
the pharmacokinetics of ximelagatran. Melagatran was the predominant 
compound in urine, accounting for 13-14* of the ximelagatran dose. Renal 
clearance of melagatran was 13% higher in hepatically impaired than in 
control volunteers. There were no significant differences between the 

two 

groups in the concentrst ion -response relation between plasma melagatran 
concentration 

and activated partial thromboplastin time (APTT) . Baseline prothrombin 
time (PT) was slightly longer in the hepatically impaired patients than 

in 

the control volunteers, probably reflecting a slight decrease in the 
activity of coagulation factors. However, when concna. of melagatran 
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at their peak, the increase in PT from baseline values was the same in 
both groups. Capillary bleeding time was measured in the hepatically 
in^ired patients only, and was not increased by ximelagatran. 
Ximelagatran was well tolerated in both groups. Conclusions There were 

no 

differences in the pharmacokinetic or pharmacodynamic properties of 
melagatran following oral administration of ximelagatran between the 
hepatically impaired and control volunteers. These findings suggest that 
dose adjustment for patients with mi Id- to-moderate in^alrment of hepatic 
function ie not necessary. 
IT 193939-72-3, Melagatran hydroxyamidine 

RLi ADV (Adverse effect, including toxicity); BSU (Biological study, 
unclassified) : PAC (Pharmacological activity) ; PKT (Pharmacokinetics) ; 

THU 

(Therspeutic use); BIOL (Biological study); USES (Uses) 
(no influence of mild- to-moderate hepatic impairment on 
pharmacokinetics and pharmacodynamice of ximelagatran (Exanta) ) 
RN 193939-73-3 CAPLUS 

ON Glycine, N- [ (IR) -l-cyclohexyl-3- I (3S) -3- t I t [4- 

{ (hydroxyamino)iminomethyl]phenyl)methyl)amino]carbonyl) -1-azetidinyl] -3- 
OXOethyl] - (9CI) (CA INDEX NAME) 

Absolute Btereocheaistry. 
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No influence of obesity on the pharmacokinetics and 
pharmacodynamics of melagatran, the active form of 



oral direct thrombin inhibitor ximelagatran 
Sarich. Troy C. ; Teng. Renli; Peters, Gary R.; 
Wollbratt, Maria; Homolka. Robert; Svensson. Mia; 
Eriksson, Ulf G. 

AstraZeneca LP, Wilmington, DE, USA 
Clinical Pharmacokinetics (2003), 43(5). 485-493 
CODEN; CPKNDH: ISSN: 0313-5963 
Adis International Ltd. 

Journal 
English 

Ximelagatran, an oral direct thrombin inhibitor, is currently 



CORPORATE SOURCE 
SOURCE: 

PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE : 
AB Background: 

in Clin, development for the prevention and treatment of thromboembolic 
disease. Following oral administration, ximelagatran undergoes rapid 
bioconversion to its active form, melagatran, via two minor 
intermediates . 

Obesity, defined as body maos index (BMI) >30 kg/m3, is a recognized risk 
factor for thromboaia. There io potential for differences in the 
pharmacokinetics and pharmacodynamics of drugs administered to obese vs. 
non-obese patients, and some drugs may require alternative administration 
strstegies in obese patients. Objective: To investigate the effect of 
obesity on the pharmacokinetics and pharmacodynamics of melagatran after 
oral administration of ximelagatran. Design and participants: This was 

an 

open-label, single-dose, group-matched study in which obese subjects (BMI 
33-39 k9/m3; six male and six female; age 31-40 yr) were matched by sex 
and age (±3 yr) with non-obese subjects (BMI 31-36 kg/m3; six male and 
six female; aged 31-39 yr) . Each subject received a single oral dose of 
ximelagatran 34mg. Blood samples for determination of plasma concns. of 
melagatran and activated partial thromboplastin times (APTT; s marker of 
melagatran phamacodynaraics) were collected up to 13 h after 
administration. Results: There were no statistically aignif leant 
differences in the pharmacokinetic properties of melagatran between obese 
and non-obese subjects. Values of area under the melagatran plasma 
concent rat ion -time curve, maximum plasma concentration, (Cmax) , time at 
vdiich Cmax occurred 

and terminal elimination half -life were approx. 1 Mmol • h/L, 0.3 
Mmol/L, 3 h and 3 h in both cAese and non-obese subjects, resp. In 
addition, there was no statistically significant difference between the 

obese 

and non-obese subjects in the smount of ximelagatran, melagatran or the 
minor Intermediates ethyl -melagatran and melagatran hydroxyamidine 
excreted in urine, when relating the prolongation of APTT ratio to the 
square root of plasma concentration of melagatran and obesity status 
(no/yes), no 

statistically significant interaction between plasma concentration and 
obesity 

status was observed Ximelagatran was well tolerated In both obese and 
non-obese subjects, and no bleeding events or serious adverse events 
occurred. Conclusion: Ho differences In the pharmacokinetics or 
pharmacodynamics of melagatran were detected between obese and non-Obese 
subjects after oral administrstlon of ximelagatran, suggesting that dose 
adjustment of ximelagatran in obesity (BMI up to 39 kg/m3) Is not 
necessary. 

IT 193939-73-3, Melagatran hydroxyamidine 
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(influence of obesity on the pharmacokinetics and pharmacodynamics of 
melagatran) 
RN 193939-73-3 CAPLUS 

CN Glycine. N- [ (IR) -l-cyclohexyl-3- { (3S) -3- ([[ (4- 

[ (hydroxyamino) iminomethyl] phenyl] methyl I amino] carbonyl] -I-azetidinyl] -3- 
oxoethyl]- (9CI) (CA INDEX NAME) 
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Mo influence o£ ethnic origin on the pharmacokinetics 
and phamacodynamica of melagatran following oral 
administration of ximelagatran, a novel oral direct 
thrombin inhibitor, to healthy male volunteers 
Johansson. Linda C; Andersson, Magnus; Pager, 

Gustafsaon. David; Eriksson, Ulf 0. 
AstraZeneca RiD, Moelndal. Swed. 

Clinical Pharmacokinetics (2003). 43(5), 475-4B4 
CODEN: CPKNDH; ISSNs 0313-5963 
Adis International Ltd. 
Journal 
English 

To determine the influence of ethnic origin on the 



pha mtacok i ne c i c 

and pharmacodynamic properties of melagatran after oral administration of 
ximelagatran. a novel oral direct thrombin inhibitor. Study design: This 
was an open- label, non- randomized study with a single study session. 
Subjects: Thirty-six young hesl thy male subjects living in Prance^ were 
divided equally according to their ethnic origin (African, Asian and 
Caucasian). Methods: All subjects received a single SOrag oral dose of 
ximelagatran in solution Blood and urine samples for pharmacokinetic 
evaluation were collected up to 13 and 34 h after administration, reap. 
Blood samples were also collected to determine the activated partial 
thromboplastin time (APTT) , an ex vivo coagulation time measurement used 
to demonstrate inhibition of thrombin, up to 34 h after administration. 
Results: The absorption of ximelagatran, and its bioconversion to 
melagatran, was rapid in all three ethnic groups. The metabolite pattern 
in plasma and urine was similsr in all groups, with melagatran being the 
dominant con^und Por- ximelagatran, the mean area under the plasma 
concentration-time curve (AUC) was similar in the three groups, 
suggesting that 

there was no difference in the extent to which ximelagatran was absorbed. 
Melagatran AUC was higher in the Asian subjects, with a mean 
Asian/Caucasian ratio (95% CI) of 1.33 (1-04, 1.45). This was presumably 
because of their lower bodyweight, itfhich is correlated co lower renal 
function. Following normalization for bodyweight, there were no 
statistically significant differences between the three ethnic groups. 
This finding suggests that renal elimination was lower for Asian 
subjects, 

whereas there were no differences in the conversion of ximelagatran to 
melagatran. The interindividual variability of melagatran AUC was low 
(coefficient of variation 19-36%), .and the mean bioavailability of 
melagatran, 

estimated using a mean value for melagatran clearance obtained from 
Caucasian 

aubjeccs in a previous study, -was approx. 20% in all groups (range of 

mean 

values 19-23%). APTT increased nonlinearly with increasing melagatran 
plasma concentration, and no difference in the concentration-response 
relationship was 

observed between the groups. Conclusion: After oral administration of 
ximelagatran, the pharmacokinetic and pharmacodynamic properties of 
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melagatran are independent of ethnic origin. The elimination of 
melagatran is correlated with renal function. 
XT 192939-73-3, Melagatran hydroxyamidine 

RL: PKT (Pharmacokinetics) ; BIOL (Biological study) 

(influence of ethnic origin on the pharmacokinetics and 
pharmacodynamics of melagatran following oral administration of 
ximelagatran to healthy male volunteers) 
RN 192939-73-3 CAPUTS 

CN Glycine, N- 1 (IR) -l-cyclohexyl-3- ( (3S) -3- 1 1 { 14- 

( (hydroxyanino) Iminomethyl] phenyl] methyl] amino) carbonyl] - l-azetidinyl] -3- 

OXOethyl}- (9CI) <CA INDEX NAME) 

Absolute stereochemistry. 
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Characterization of in vitro biotransformation of 

orally active, direct thrombin inhibitor 

an amidoxime and ester prodrug 

Clement. Bernd; Lopian, Katrin 
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University of Kiel, Kiel, Germany 

Drug Metaboliam and Disposition (3003), 31(5), 
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Journal 

English 

N-Hydroxylated amidines (amldoximes) can be used as prodrugs of amidlnes. 
The prodrug principle was developed In our lalaoratory for pentamidine 
and had 

been applied to several other drug candidates. One of these compds. is 
melagatran, a novel, synthetic, low mol . weight, direct thrombin 
inhibitor. 

To increase the poor oral bioavailability due to its strong basic amidine 
functionality selected to fit the arglnine side pocket of thrombin, the 
less basic N-hydroxylated amidine was used in addition to an Bt 
ester-protecting residue. The objective of this investigation was to 
study the reduction and the hydrolytic metabolism of xlmelsgatran via two 
oono-prodrugs (N-hydroxy-melagatran and ethyl -melagatran) to melagatran 

by 

in vitro expts. New high-perf ormsnce liquid chromatog. methods were 
developed to analyse all four compds. The biotransformation of 
ximelagatran to melagatran involving the reduction of the amidoxime 

function 

and Che ester cleavage could be demonstrated in vitro by microsomes snd 
mitochondris from liver and kidney of pig and human, and Che kinetic 
parameters were determined So far, one enzyme system capable of reducing 
N-hydroxylated structures has been identified in pig liver microsomes, 
consisting of cytochrome b5. NADH- cytochrome bS reductase, and a P 450 
isoenzyme of the aubfamily 2D. This enzyme system also reduces 
ximelagatran and M-hydroxy-melagatran . The participation of recombinant 
human CYP1A2, aA6. 2C6, 3C9, 3C19, 3D6, and 3A4 with cytochrome bS and bS 
reductase in the reduction csn be excluded. In summary, ximelagatran and 
N-hydroxy-melagatran are eaaily reduced by several enzyme systems located 
in microsomes and mitochondria of different organs. 

IT 192939-73-3, N-Hydroxymelagatran 

RL; PKT (Pharmacokinetics): BIOL (Biological study) 

(in vitro biotransformation of ximelagatran. an amidoxime and ester 
prodrug, and role of microsomal and mitochondrial enzymes) 

RN 193939-72-3 CAPLUS 

CN Glycine, N- 1 (IR) -l-cyclohexyl-3- ( (3S} -3- ([( [4- 

t (hydroxyami no) Iminomethyl ] phenyl ] methyl ) amino] carbonyl ] - 1 - a zeC idlny 1 ] - 3 - 
oxoethyl] - (9CI) (CA INDEX HWtB) 

Absolute stereochemistry. 
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Absorption, diacributlon. metabollsra. and excretion 

ximelagatran. an oral direct throntoin inhibitor, in 
rats, dogs, and humans 

Eriksson, Ulf O. ; Bredberg, Ulf; Hoffmann, 
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CN Glycine, N- t (IR) -l-cyclohexyl-2- [ {3S) -3- ( ( I £4- 

I (hydroxyamino) iminomethyll phenyl} methyl 1 amino} carbonyl J -l>azetidinyl) 
oxoethyll- <9CI) ' <CA INDEX HAMS) 

Absolute etereocheraistry. 
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AB The absorption, metabolism, and excretion of the oral direct throndbin 
inhibitor, ximelagatran. and ita active form, raelagatran, «fere aep. 
investigated in rats, dogs, and healthy male human subjects after 
administration of oral and i.v. single doses. Ximelagatran was rapidly 
absorbed and metabolized following oral administration, with melagatran 

as 

the predominant confound in plasma. Two intermediates (ethyl -melagatran 

OH -melagatran) that were subsequently metabolized to melagatran were also 
identified in plasma and were rapidly eliminated. Melagatran given i.v. 
had relatively low plasma clearance, small volume of distribution, and 

abort 

elimination half •life. The oral absorption of melagatran was low and 
highly variable. It was primarily renally cleared, and the renal 
clearance agreed well with the glomerular filtration rate. Ximelagatran 
was extensively metabolized, and only trace amts. were renally excreted. 
Melagatran was the major compound in urine and feces after 
administration of 

ximelagatran. Appreciable quantities of ethyl -melagatran %fere also 
recovered in rat, dog, and human feces after oral administration, 
suggesting reduction of the hydroxyamidine group of ximelagatran in the 
gastrointestinal tract, as demonstrated vrtien ximelagatran was incubated 
with feces horoogenate. Polar metabolites in urine and feces (all 
species) 

accounted for a relatively small fraction of the dose. The 
bioavailability of melagatran following oral administration of 
ximelagatran was 5 to lOI in rats, lO to 50% in dogs, and about 30t in 
humans, with low bet ween -subject variation. The fraction of ximelagatran 
absorbed was at least 40 to 70% in all species. First-pass metabolism of 
ximelagatran with subsequent biliary excretion of the formed metabolites 
account for the lower bioavailability of melagatran. 
IT 192939-73-3 

RL: PKT (Pharmacokinetics); BIOL (Biological study) 

(absorption, distribution, metabolism, and excretion of ximelagatran, 

an 

oral direct thrombin inhibitor, in rats, dogs, and humans) 
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OTHER SOURCE (S) : MARPAT 127:136080 

AB Title cocnpds. of Cormula Rl0(O)C-CH3- (R)09l-Aze-Pab-R2 [Wherein Rl - H, 
CI -10 alkyl, (un> substituted Cl-3 alkylphenyl. A1C(0)N(R3) R4, A1C(0}0R3; 
(R)C9l - (R) -cyclohexyl glycine; Aze - (S) -azetidine-2-carboxylic acid; 
Pab ■ l-ainidino-4 -aminomethylbenzene; R2 (which replaces one of the 
hydrogen atoms in the amidino unit of Pab) - OH, 0C(0)R5, C(0)0R6. 
C(0)0CH{R7)0C(0)R8; R3 and R4 are independently e.g., H, Cl-6 alkyl. Ph, 
or together with the nitrogen atom represent pyrrolidinyl or piperidinyl; 
R5 ■ Cl-17 alkyl. Ph, or 2-naphthyl (all of which are optionally 
substituted by Cl-6 alkyl or halogen); R6 - (un) substituted 2-naphthyl. 
Ph, Cl-3 alkylphenyl, Cl-12 alkyl; R7 - H, Cl-4 alkyl; R8 - e.g.. 
3-naphthyl, Ph, Cl-6 alkoxy. (un) substituted Cl-8 alkyl] or a 
pharmaceutical ly acceptable salt thereof, which are useful as prodrugs of 
inhibitors of trypsin-like proteases (no data) , such as thrombin, and in 
particular in the treatment of conditions where inhibition of thrombin is 
required (e.g. thrombosis) or as anticoagulants, were prepared For 

exan^le, 

Et02C-CH2- (R)Ct[l-A2e-Pab-COOCH2CH:CH2 was prepared via coupling of 
Me3C02C-(R)C9l-Aze-Pab-H with allyl chlorof ornate followed by Boc 
deproteetion and coupling with Et bromoacetate . The title compds. were 
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all found to exhibit oral and/or parenteral bioavailability in rats as 

the 

active inhibitor H02C-CH2- (R) Cgl-Aze-Pab-H, either as the free acid 
and /or 

as one or more ester thereof. 
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